a naiHxa 




"n 



H 
CO o 

a 
o 
o 

co n 
Q 

> o 
o 



H 

a 

o 
o > 
a 

co n 
a 



^7 

> o 

CO O 
> 



o 



n 

o 
n 

Q 

a 

o 

o 

a 

a 
n 
o 

o 

H 

a 



n 
*j Q 

n 

< H 
O 

H 



S 

n 

s 

a 

8 



o 
a 

0 
> 
a 

0 

Q 

a 
n 
a 



a a 
n 

> 

co Q 
»-3 



co a 
n 

> 
n 
o 



0 

0 
g 

> 



n 



0 
> 

H 

o 



8 

n 

i 

O 
O 

n 

s 

o 

o 
o 
o 

o 

H 

o 
o 

Q 

o 

H 

n 

H 

> 
n 

0 
S 



a 
o 

n 
o 
o 

0 

s 



n 
* o 
n 

a 

n 

o 

^ a 
> n 
o 

o 

O 

n 



i 

> 

o 
n 

s 

n 



h H > 



O 
O 



n 
* o 
o 

H 

o o 
o 

0 

Q 



9 
o > 

H 
O 
O 

^ a 
> n 

> 

CO O 

n 



8 

n 
o 



Q 



H 

co o 
n 

n 
> 

CO Q 

n 

H H 
O 

H 

»~3 



n 

> 
o 
o 

o 
n 
o 

s 

a 

s 

Q 



O 
n 



n 



n 

H 

n 



co O 
o 



Q 



iigiiiiiiiiiiMiiiiii 

US006551795B1 

(12) United States Patent aoj Patent No.: us 6,551,795 Bi 

Rubenfield et al. (45) Date of Patent: Apr. 22, 2003 



(54) NUCLEIC ACID AND AMINO ACID 

SEQUENCES RELATING TO PSEUDOMONAS 
AERUGINOSA FOR DIAGNOSTICS AND 
THERAPEUTICS 

(75) Inventors: Marc J. Rubenfield, Framingham, MA 
(US); Jork Nolling, Ouincy, MA (US); 
Craig Deloughery, Medford, MA (US); 
David Bush, Soraerville, MA (US) 

(73) Assignee: Genome Therapeutics Corporation, 
Waltham, MA (US) 

( * ) Notice: Subject to any disclaimer, the term of this 
patent is extended or adjusted under 35 
U.S.C. 154(b) by 0 days. 

(21) Appl. No.: 09/252,991 

(22) Filed: Feb. 18, 1999 

Related U.S. Application Data 

(60) Provisional application No. 60/074,788, 61ed on Feb. 18, 
1998, and provisional application No. 60/094,190, Gled on 
Jul. 27, 1998. 

(51) Int. CI. 7 C12P 21706; C12N 15/00; 

C07H 21/04 

(52) U.S. CI 435/69.1; 536/23.1; 536/23.7; 

435/6; 435/320.1; 435/253.3; 435/325 

(58) Field of Search 536/23.1,23.7; 

435/6, 320.1, 69.1, 253.3, 325; 424/184.1; 

514/44 

(56) References Cited 

FOREIGN PATENT DOCUMENTS 
WO 9608582 3/1996 



OTHER PUBLICATIONS 

Sano, "Role of the rcA-Rclatcd Gene Adjacent to the recA 
Gene in Pseudomonas aeruginosa", J. of Bacteriology Apr. 
1993, vol. 175 No. S pp. 2451-2454.* 
Tanaka el al., "Cloning and analysis of the gene (rpoDA) for 
the principal alpha factor of Pseudomonas aeruginosa", 
Biochimica et Biophysica Acta, 1089 (1991) 113-119.* 
P26480, Swiss-PROT, Oct. 1, 2000.* 
D90il8, Genbank, Feb. 7, 1999.* 

Schmidt el al., Comparative Genome Mapping of 
Pseudomonas aeruginosa PAO with R aeroginosa C., Which 
Belongs to a Major Clone in Cystic Fibrosis Patients and 
Acquatic Habitats, Journal of Bacteriology, Jan. 1996, p. 
85-93. 

Ro ruling el al., Large Genome Rearrangements Discovered 
by the Detailed Analysis of 21 Pseudomonas aeruginosa 
Clone C Isolates Found in Environment and Disease Habi- 
tats, J. Mol. Biol., 1997, 271, p. 386-404. 

* cited by examiner 

Primary Examiner — Marianne P. Allen 

(74) Attorney, Agent, or Firm — Burns, Doane, Swcckcr & 

Mathis, L.LP. 



(57) 



ABSTRACT 



The invention provides isolated polypeptide and nucleic acid 
sequences derived from Pseudomonas aeruginosa that are 
useful in diagnosis and therapy of pathological conditions; 
antibodies against the polypeptides; and methods for the 
production of the polypeptides. The invention also provides 
methods for the detection, prevention and treatment of 
pathological conditions resulting from bacterial infection. 
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lalign output for SEQ ID NO:l vs. electropherograph 



[ISREC-Server] Date: Wed Sep 17 17:42:51 MET 2003 



resetting matrix to DNA ./wwwtmp/lalign/.305.1.seq : 301 nt 

ALIGN calculates a global alignment of two sequences 

version 2 . OuPlease cite: Myers and Miller, CABIOS (1989) 4:11-17 
SEQ ID NO:l 301 nt vs. 

electropherograph 3 01 nt 

scoring matrix: DNA, gap penalties: -14/-4 

100.0% identity; Global alignment score: 1505 

10 20 30 40 50 60 

. /wwwt GATCTGGCCAGCGCCGTGGGCATCCAGTCCGGCAGCATCTTTCATCACTTCAAGAGCAAG 



electr GATCTGGCCAGCGCCGTGGGCATCCAGTCCGGCAGCATCTTTCATCACTTCAAGAGCAAG 
10 20 * 30 40 50 60 

70 80 90 100 110 120 

. /wwwt GATGAGATATTGCGTGCCGTGATGGAGGAAACCATCCATTACAACACCGCGATGATGCGC 



electr GATGAGATATTGCGTGCCGTGATGGAGGAAACCATCCATTACAACACCGCGATGATGCGC 
70 80 90 100 110 120 

130 140 150 160 170 180 

. /wwwt GCTTCACTGGAGGAGGCGAGCACGGTGCGCGAACGCGTGCTGGCGCTGATCCGCTGCGAG 



electr GCTTCACTGGAGGAGGCGAGCACGGTGCGCGAACGCGTGCTGGCGCTGATCCGCTGCGAG 
130 140 150 160 170 180 

190 200 210 220 230 240 

. / wwwt TTGCAGTCGATCATGGGCGGCAGTGGCGAGGCCATGGCGGTGCTGGTCTACGAATGGCGC 



electr TTGCAGTCGATCATGGGCGGCAGTGGCGAGGCCATGGCGGTGCTGGTCTACGAATGGCGC 
190 200 210 220 230 240 

250 260 270 280 290 300 

. / wwwt TCGCTGTCGGCCGAAGGCCAGGCGCACGTGCTGGCCCTGCGTGACGTGTATGAGCAGATC 



electr TCGCTGTCGGCCGAAGGCCAGGCGCACGTGCTGGCCCTGCGTGACGTGTATGAGCAGATC 
250 260 270 280 290 300 



. /wwwt T 
electr T 



Back to ISREC hioinformatics group home page 



EXHIBIT D 



http://www.ch.embnet.org/cgi-bin/LALIGN_form_parser 
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09/11/2003 THIT 17:51 FAX 310 825 5K74 



UCLA ^ Ai'hU LU y Y - CHA 1 KM AM 



### DNA Strider 1.0 t#3 



3:35:45 PM 



Untitled Sequence If X [1 to 302] -> ORF Map <1> 

DNA sequence 302 b.p. AGATCTGGCCAG ... ATGAGCAGATCT linear 
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